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How to save a life
Efforts to reduce melanoma deaths through health campaigns 
and mass screenings are ongoing because the prognosis for 
late-stage melanoma is still quite poor. Katalinic and colleagues 
examined trends in melanoma mortality by analyzing mortal-
ity rates for 2003–2009 from the population-based Skin Cancer 
Research to Provide Evidence for Effectiveness of Screening in 
Northern Germany (SCREEN) project in Schleswig-Holstein. 
Data from more than 360,000 men and women screened in 
2003–2004 as part of this project revealed a decline in melano-
ma mortality for both men and women in Schleswig-Holstein, 
whereas no decline in mortality was observed in the adjacent 
areas or in Germany as a whole. Although not definitive proof 
of the effectiveness of full-body skin screenings in the reduc-
tion of melanoma mortality, because a large randomized trial 
is necessary to provide this evidence, these results strong-
ly support the use of screening programs for melanoma as a 
means to save lives. (Cancer, published online 19 April 2012; 
doi:10.1002/cncr.27566) Selected by B. Gilchrest
D in immunology
Antimicrobial peptides, which are produced by keratinocytes 
in the epidermis, function to prevent microbial invasion and 
infection. Because vitamin D induces the antimicrobial pep-
tide cathelicidin and potentially impacts the immune response, 
Muehleisen and colleagues examined parathyroid hor-
mone (PTH), which functions as an important compensatory 
response to vitamin D deficiency, in immune defense against 
skin infection. PTH and vitamin D influenced the expres-
sion of cathelicidin and decreased skin infection in group A 
Streptococcus in mice. Furthermore, a dietary deficiency of 
vitamin D in mice resulted in increased PTH and cathelicidin 
expression and protection from skin infection, although mice 
that lacked the 1α-hydroxylase enzyme necessary for vitamin 
D function were susceptible to group A Streptococcus infec-
tion. These findings shed new light on the mechanisms of 
infection protection in the skin. PTH effectively compensates 
for inadequate vitamin D and induces sufficient antimicrobi-
al peptide production to maintain an immune response. (Sci 
Transl Med 4:135ra66, 2012) Selected by S. Yuspa
Langerhans for tolerance
Allergic contact dermatitis (ACD), the most prevalent chronic 
occupational disease in industrialized countries, is caused by 
CD8+ T cell–mediated allergic contact hypersensitivity (CHS) 
induced by normally innocuous weak haptens. Typically, how-
ever, natural tolerance to these agents occurs via an unidentified 
subset of dendritic cells (DCs). Gomez de Agüero and colleagues 
employed a knockin mouse model to track and deplete 
Langerhans cells (LCs) in the skin and the weak contact allergen 
2,4-dinitrothiocyanobenzene (DNTB) to investigate the dynamics 
of skin DC subsets under tolerogenic conditions. Epidermal LCs 
are the only skin DC subset that protects from ACD. These cells 
induced anergy or deletion of allergen-responsive CD8+ T cells 
and concomitantly expanded the ICOS+CD4+Foxp3+ regulatory 
T cells to efficiently suppress ACD development. Thus, strategies 
that modulate or enhance the tolerogenic functions of epidermal 
LCs may be useful for developing treatments for human allergic 
diseases. (J Clin Invest 122:1700–11, 2012) Selected by E. Lerner
Sun-induced sentinels
The regulatory functions of dermal dendritic cell (DDC) sub-
sets are not well understood, especially in humans. A recent 
genome-wide expression profiling study revealed that human 
blood CD141+ DCs may correlate to mouse CD8α+ DCs, and, 
although rare in the blood, these DCs are found in lymphoid 
and nonlymphoid tissues. In studies to characterize these sen-
tinel cells, Chu and colleagues demonstrated that the human 
dermal CD141+ population expresses DC markers and displays 
DC hallmarks, including dendritic morphology and migratory 
activity. This DDC subset produces interleukin-10 and induces 
T-cell hyperresponsiveness and regulatory T cells that function 
to suppress inflammation. Furthermore, vitamin D3 induces 
CD141+ DDC-like cells that have the ability to suppress alloim-
munity in vivo. Hence, these immunoregulatory cells are pos-
sible candidates for regulatory DC therapy approaches, owing, 
in part, to the availability of established culture methods to 
generate sufficient quantities of cells. These data illuminate a 
potent regulatory DC subset that is present in epithelial tissues 
to function in maintaining barrier immune homeostasis. (J Exp 
Med 209:935–45, 2012) Selected by L. Beck
Indispensable integrin
Adhesion of epithelial cells to the basement membrane forms 
the basis for the structural and functional integrity of organs, 
including the kidneys, lungs, and skin. Has and colleagues 
reported on three infants with congenital nephrotic syndrome, 
interstitial lung disease, and skin fragility. Morphological 
abnormalities in these patients did not correspond to known 
epidermolysis bullosa forms but were quite similar to those 
described in the integrin α3 knockout mouse. A lack of integrin 
α3 immunoreactivity in the skin of patient 1 led these investi-
gators to uncover homozygous mutations (deletion, missense, 
and splice site) in the integrin α3 gene (ITGA3) in three patients. 
These mutations led to a loss of integrin α3 in the skin, kidneys, 
and lungs of patient 1, and the basement membranes in these 
tissues had profound abnormalities. Thus, these observed phe-
notypes reflect the developmental and postnatal pleiotropic 
functions of integrin α3 and underscore the indispensable role 
of this structural protein in basement membrane organization. 
(N Engl J Med 366:1508–14, 2012) Selected by L. Beck
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